E3L.GK
+/-mice as model for diabetic atherosclerosis 2 according to the American Heart Association classification(4): 0) no lesion, I) early fatty streak, II) regular fatty streak, III) mild plaque, IV) moderate plaque, and V) severe plaque. Lesion composition was determined for the type III-V lesions as a percentage of lesion area after immunostaining with anti-human alpha-actin (1:400; PROGEN Biotechnik GmbH, Germany. Cat#:61001) for smooth muscle cells (SMC), anti-mouse Mac-3 (1:50; BD Pharmingen, the Netherlands. Cat#: 550292) for macrophages and Sirius Red staining for collagen. Necrotic area and cholesterol clefts were measured after HPS staining. Lesion stability index was calculated as described previously (1, 5) . In each segment used for lesion quantification, the number of monocytes adhering to the endothelium was counted after immunostaining with AIA 31240 antibody (1:1000; Accurate Chemical and Scientific, New York, New York, USA. Cat#: J1857)(1). Lesion areas were measured using Cell D imaging software (Olympus Soft Imaging Solutions).
Histological assessment of liver steatosis and fibrosis
Liver samples (lobus sinister medialis hepatis) were collected from non-fasted mice, fixed in formalin and paraffin embedded, and sections (3 µm) were stained with haematoxylin and eosin (HE) and Sirius
Red. Hepatic steatosis was scored blinded by a board-certified pathologist in HE-stained cross sections using an adapted grading system of human NASH(6, 7). Hepatic fibrosis was identified using Sirius Red stained slides and evaluated using an adapted grading system of human NASH (6, 8) , in which the presence of pathological collagen staining was scored as either absent (0) Pouwer
Tables
Suppl . Table I . Biochemical parameters in E3L. GK +/-, E3L and GK +/-mice.
All depicted parameters are measured at week 36, except for liver weight (week 37).
E3L.GK +/-E3L GK +/-
Weight gain (g) 5 ± 2 5 ± 2 5 ± 2
Weight gain (% of body weight at T=0) 23 ± 6 24 ± 6 24 ± 11
Liver weight (g)
Liver weight (% of body weight at T=36)
Triglycerides ( The response of plasma lipids, glucose and insulin to the different diets was evaluated. 
